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FACSIMILE TRANSMITTAL SHEET ; s.’ 

DA’Z‘F,: December 22.2004 

To: Lynn TkkGiath, pb.D. 

Company: Wmrtia Pbarmaceuticalg 

Fe. numhu: 973-781-3366 

From: JemhIakie 

Division of Division of R~ductivc 
and Urologic Drug Prnrkis 

Fax number: 301-827-4267 

Phone number: 862-778-5133 Pboae number: 3bl-827460 

Subject: N&4 21-513: Approval L.&X attached 

Total no. of page including corer: 26 

Co~mentr: MC comment below. 

DOCWJEM~O be rnaUedz YE9 .NO 

THIS DOCUMENT 18 WTENDED ONLY FOR l%F, USE OF THE PARTY TO WHOM IT 
IS ADDRBSED AND JXAI’ COJYTAIN INFOFWATIONTEAT IS PRIWLEGED, 
CONFIDEHTIAL, ANIl PR0TECTE.D FRO&I DISCLOSURE ~ERA.PPLICA&LF. 
LAW. 

If you are POK tbc nddressra, nr a person autho&~I to deliver thie.docurnenr 10 tbc addressee, 
you are bereby ootifisd that any review, disclosure, dissemfastion, copying, or other aftlun 

based on the content nf this communicndon L mot outhorizod. If you have received this 
document in wmr, plcase notify us immedjateIy by telephone as (301) 8274260. Thank you. 

A cqy of tbc Approval letter for Eoablex (dmifenacin) is auached for your immediate raecipt. An 
o&id copy of this letter will be sent to you via pod rdl. 

.- 
Sincqd~, -I 

end Urologic l3-u~ Productr 



DJiPAR’TMENT Oi HEiAL-fH R H’lJ?dAN SERVICES P&Iii HMnh swvia 
Food and bug FUmihCcRtMn 
Rcdwllk.MD 20867 

NIIA21-513 

rJov&s Phamxlcaltical Co&&ion 
/mention: Lyme M&a&s MPH. PhJI. 
Associate Ditwm, Drug lkgulatoty Aftin o 
orlc l.idh Placa 
East Hanover, NJ 07936-l 080 

&UC refer to your December 3.2002, new drug aI]pJicatimr (NDA) submitted under scc6on SOS(b) of 
ibo Federal Food, Drug, “a Cosmetic Act for E~~ablex* (darifenacin) 7.5 mg’ aad 13 rq extend91 
relwc tablets. 

WC nh acfmowledee receipt of your submisrions dated h&y Id, 19.24, Ad 28, June 16 and 2X, 
August 27, Sqptik IS, 17,211 ind 30, Octokr I, I], and 22. Novembci 24, and DPrRnhrr 1,&g. 
10,14,16,17,10 d21,2004. 

The June 21.2004. submission oonstit~ted a complete response to our Octnhcr 2.2003, sction’lctter. 

This amended new drug application providts for the USC of Ecmblex* (darifenaoin~ 7.5 mg and 15 mg 
extended releacc tablcu for the rrcaancnt of ovcractiyc bladder, 

We have complurrl ths rcvicw of this application, as aroended, and have concluded that adqWc 
inforrnntirm has been prcsorrled to demonctra~ rhac the drugproductir &c and eflootive for uca 2~ 
r:uxnmcnded in the attached labeling team Accordingly, the application is approved effective ba the 
date of thie lotier* 

The final printpn lahcling (FPL) must be ideaic8l to the dclosed p&age inscrr awl patient pncka~e 
imr.rt Additionally. the immediate container ird cari~n labels xnust bc idcritical ta those submitted on 
Dcccrnber 2&20O4 and the conlati label for tbc 75 and 15 mg b&r tablet must be modified 98 
agreed upon in your cubrniasion dated Dcccmhc~ 21,2004. Marketing the product with FPL &at ie CIOI 
identical to the approved labcliug ~IXI may Icader tbo product rnirbranded and an urqprnved.new 
dw 

Plcasc submit an eleotronic version of the ‘EPL a&ording to the pidancc for industry titled fi&dnfg 
RepIatory Satbmlssionr III Elecrronlr Fornzor - NDA., Altcmatively, you may rubmir 20 paper copies 
of the FPL as soon as it is availahlc but no more; &an 30 &ye after it is printed. Individually mount 1.5 
of the copits nn hcaq-wcigb; paper or &&r material. For adminisnarivc purpozw, dcsigortc this 
alhmisnion “FPL for approved NDA ZLSU.” Approval afrhis .whmission b R]A L not requind 
before the labeling ir u&d, 
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NDA21-51j 
Page 2 

In addition. submit the content ofthe Iabe& in ~kmmic fmmat I required by 21 CFR 3 14.50(i)(5) 
rind in the format described at the follo~hg weh site, ~~~fdo.crov/o~~~acomciVml.html. 

All epplications tir new actin. ingdkntr, new dosage f&n& new iIM&atinIIs, new routea Ot 
adminlsaarion, and nm druing regimens p18 required to contain an iLRcsamcttt of thsafety and 
emivmcss of rhc product iu .podiatric petients unless this nquirrment k ~nivsd 01 defused; We &k 
waiving the pcdielric study requirerncnt for ages birth up to six months &td are de&r&g pediatzk. 
swdiw for a,ges aiX montbC to 17 yU far thi* qqilication. 

--Your-defarmd podiatriic.mdii rquired vnclu icctian 2 of the Pediatric Resurcb Equity Act (PREA) 
ars considered required postmitrkr+t&&y oammifmenta. lke stptUS ofthC& pnrbTlarlEcting atildh 
shall be qoned anmxnlly acco&ng to 21 CTR 3 14.81. These commitments arc listed below. 

I. Pediatric studies undor PREA for the ucsrtrrvlnt nfpcdintrio patients aged six motiths and nk 
with de-or overactivity associated with a known peurologial condition (e.g., spina hifideL 

2. Pediahic shxdim undu PREA fq the treatment of overactive bladder in paliitric pnticnts six to 
1 I y~ra old and~doleacm!s agoa 12 to 17 years old. 

Final Raport Submiosion dut: &e 21.2009 

Submit ki~al prolncols to your IND tk this product. Submir final tidy rcp& to thii N’DA. 
For admKstr&c purposea, all aubmisslouc related m thiihre pcdiatri$ poslmerketiq arudy 
cnmmitmcnt(a) muat be clearJy designated ‘Rptphed P&at& Study CorPmltarnts”. 

. 

If you issue a lener communicating itiportant information about this w ~rodnct (k, a “D&r 
Health Care Pr$ks&maP letter), we requeet that you cubmjt a copy of rhe letter to this NDA end 
a copy IO the following ad&cm: 

‘MEDWATCH, HF-2 
FDA 
5600 Fishers Lane 
Rockvillt. ?rlD 20857 

The MedWatch-to-Manufkcnucr Program provitle~ manufachrrers with copies of serious advuse event 
reporta tbet ore received direcrly by the DA, New molecular enlitics and important~new hinlogics 
qualify ror inclusion for three years afta approyrl. your firm is eligible to raxivc copies of reporte for 
this product. h participate in the program, @sate see the eruollmc.ur inrtructiona and progreua 
detmip!ion drtati at v.fdwq. 

In addition, submit &rae cople~ of the intductcuy pnrmotid materials that YOU propose ti w for 
this producr Submit a11 propnscd materials in draf? or mock-up form, not final print Send one copy to 
tic Division ofmductiye and Urologic Drug Products (HFD-SRO) and two co$ka of both tbo 
prorrrniinnal uiatcxials and the package inserr directly to: 

a 
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Division of DG Akk&g, Advertising, 
d Crnnmunicatim. HFD-42 
Fnd and Drug Admkkation 
5600 Fidwn Lane 
Rockuille, MD 20857 

Please rubdr one market p&k&c nf the drug product when it is availabk. 

WC have not compkti vaiid~tion of thr r&lstory mcrhodr How&, & ocptct ~OUI continued 
cooperation to resolve any problqns that may be identifkd. 

We ren$nd you ihat ym~ must comply with reporting requirmt~ f& ?I! apptoved NDA (21 
CFRN4.Al) and 314.81). ’ . 

If you hove eny questions, call Jean Makie, MS., RD., S~.‘Rcgul~toty Heal& Project Managez, It 
(3301) 827-4260. 

a 

Encloslre 

Julii Bei@ M.D. 
Deputy Dirdor 
Office of Dxug Evalwtion III 
Center fix Dtug Evahstion and -II 

. . 



1 ENABLW 

2 (detifenmin) 

3 ExtmdarJ-reJcast tablets 

5 Prewriblng InformatIon 

- .- __-_-__ DEi3CRlPTlON . . ..-- --... -.---_ - _..___ 
6 
7 
8 
9 

10 
11 
12 

13 

ENABL& (darifmin) k an extended-release tablet whioh cm&s 7.5 me or 15 mg 
dGkx&n ss its hydrobromide ,sak The nr;tivr: mrkty. ciarifmacin, is a potent muscarinic 
receptor Uagonist. 

Chcmti)y, Qrifmaks hyrhntmomidc is (SJ-2-{ I-[2-(2.3-d;~~obeo~~-S-yl)ethyll-3- 
pyrmlidinyl)-22-diphtllylacaamida bydrobromide. The emphioal fmmuh of datifknacin 
hydrobromide is C2gH#202.HBr. 

Derifenacin bydrobroxnide is a white to .atmost white, crystiine powder, with a molaarlar 
weight of 507.5, 
ENABLEX lo a once-a&y exunded-release tablet, and c;onmt;riKs the fnlbwing inactiyc 
ingredients: dibasic calcium. phns+te anhydrnus, hydrm~~opyl methyloeWose 
@n)~~dl~~). &~tosc monohydrate, magnesium stearate, titsniurn dioxide and triacetin. The 
15-mg tablet also contains FD&C Yellow No. 6 hlutninum Lake. 

21 CLINICAL PHAfWACOliOGY ---- - i- --. 

22 General 
23 

:5’ 

Darifknacin is a cornpeiitive muscarinic rcccpbr irntap-iixL Mu~rinic receptors play ho 
imp&ant rok in swcrd major chdincrgica~~y m&at& finctions. hchdi~g contrrrclke of 
tbc urhry bladder smooth muscle and stimulation of salivary ecmtion. 

26 
27 

IA vitro studies using human recombinant mustink reoeptor subtypes show that dsrif’in 

as 
haa grcatcr affinity for the Ms receptor than for the other known muscarinic receptots (9 and 

29 
Il-fold greater afEniry for Ma compared to Ml and I&, respectively, anct 59-klli pfer 

30 
dfinin/ fat MJ compared to both Ml and M,). & r=vtm~ are invdvd in contraction of 

31 
hmnan hladdcr tid gdntrointcstinrl smooth mu&, saliva pro&t&n, and iris trphincter 

32 
function. Advase dtug effects such as dry mouth, comipation and ebnormal vision may be 
mediatad throu@ effects on M3 roceptoxs in these orgat~. 



. 

1’ 

2 P hormacodynamicr 

3 In three cystometric’ studies perCorned in padems with iavolurky deuuw cnntratinn~, 
4 inmased bladder capaciry was cl~mons~d by an htxascd volume rhrtshold for unstable 

. !i cnntmctians and &k&cd fiqucncy 4 unsf&k d&usor conttaations sfk mABLIix9 
6 (dtif’cin) &ended-r&se lablet treatment. These findings are consistent with an 
7 antimuscarioio action on the urinary bladder. 

8 Pharmacokiietics .__- _____ ----- 

9 Abror/Xfon 

10 After oral adminkation of ENABLE2( to llealrby vohmte$Trs, peak plnsmr cnnxntintilmx nf 
11 d~rifknadn Are reached approxktely scvkn hrnrrs aftct muitiplc dosing And Ate& AMA 
12 +~a cnwwtr&mr arc achicvcd by the sixth day of dosing. The meen (SD) steady state 
13 time course of ENABLEX 7.5 mp and 15 mg extended-relc~c tablets is dcpioted in Figure 1. 
14 

I5 
16 
17 

18 

:i 

A summary of mean (slandsrd deviation. SD) abedy sake phamwcokinetic perameters of 
ENABLEX 7.5 mg and 15 mg extended-releere tablerr In exknshre (EM) and poor (PM) 
mehboiiuers of CYPPDB is prwirltvl In Table. 1. 

Tsbk 1: Maen (6D) Steady State Phsrmaookin&c Psremeferc Fiom ENABLBX@ 
7.5 mg And 15 mg Extondod-Release Tablets Based On Pooled Data By 
Pmdlcted CYP2D6 Phenotype 

/ 1 ENABLE 7.5 mg 1 ENABLEX415m9 I 
(N = 68’Ehd, 5 PM) (N= 102 EM. 17 PM) 
A44 Gm f&Q rmm tlQ AU’& v, c, Tw 
tng.h/ml) (w/ml) (@ml) (h) (h) @9.Nml]Jyp)- Jpn!t, ?I 

EM 20.24 2.01 t.n- 8.40 12A3 8a.00 5.76 Y./U I.61 
(15.47) WW (0.M) (4.!9) (5.84)’ (87.87) (424 (2.83) (6.06) 

PM 67.56 4.27 2.31 5.20 19SE 167.71 B.B@ 6.66 6.71 
(13.13) (0.96) (0.55) (1.79) m-.m ww (3.22) (3958) 

I I I I I I 

’ N=25: ” N=B; ‘N= 2: ‘N=l: AU& T Ata under the desme kvwanbation verb time wlvo for 
24k C, = Maxbnum ob&er( pIGma mnmntratim;‘Cy = Average plasma concentration at steedy 

- = Time 01 occurrence or k&,, - t, = r erminal elimhqlw hotWo. 
z&g EM end PM, see CLltWAL%.RMACOLOCY, Phetmncokinetb, VorlobW In 
h40~boMsm. 

The mean oral bioevailebilily of ETWBLEX ia EMS et ~laldy staw IC &ma&xi to be 15% and 
19% for 7.5 mg and 1S mg rablete, recpcaively. 



1 Figure 1. Moan (3D) Steady Sbtr Dsrlfenaein Phoma Concentrat~on=timr 
2 Profile For ENA&LEX 7.5 And 15 Mg In Healthy Vohmteer6 lncludtng 
3 Both CYPZDI EMS And Pa* 

4 
5 

6 

8’ 

9 
10 
11 

12 
13 

-14 
15. 

16 
17 
18 
19 
20 
21 
2? 
23 
24 
25 

4 7.5mgnd -O- 16mgod 

Dlstiution 

Dar&win is spproximatcly 98% bound to placma proteina @rirndy to alpha-l-q&- 
glycoprotdn). T& steady-mte volume of distribution (Vd is estimated ,m be 163 L. 

Mohddism 

Dazifenacin is mively mchnlixd by the liver following on1 dosing. 
Metabotism is mediited by cytcchrome P450 enzyme6 CYPZD6 and ,cyP3A4. The kc 
main meobolx routrx arc u f&iMv~ 

6) monohydroqlarjon in the dihydrobenzofinn ring; 
(ii) dihydIOben20furan tine qcning; 

(iii) N-dealkylarion of Ihe pyrrolidinc &rogca. 
The Initial products of tbc hydro~lation snd N-deaUrykioxI pathways arc the major 
cirCl&ag nwlabolitcs but they em unlikely to contribute ‘significantly In the overall clinical 
efYect nf darifcnacin. 

VarlabllRy In Mebbollsm: 

A tubset of individuals (appcoximatcly 7% Caucaeiaas and 2% AWSII ticnm) arc p00r 
1xmabali7m (PMs) of CYP2DC metabolized drugs. Mividualr with aormnf CYP2D6 
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I &vity arc  rcfcr& to  8 8  emmclvc  mkabo l i r en  m ) . 7 ’b e  m e tabo l i sm o f h r i fen rdn  ia  
2  P M S  wil l b e  pr ino ipa l ly  m e d ia ted v ia C Y P 3 A 4 . T h e  daJ i fen& ra tios  ( p M :E M )  ro r  k a n d  
3  A U C  fo l low ing  & r im  1 5  m a  nncada i l y  n f ste a d y  sta te  w e r e  1 .9  a n d  1 .7 , resptotivcly. . 

1 0  P h a r m a c o k i n e tics in  Speck / Popu la t ions  

1 1  
1 2  
1 3  

::: 
1 6  

1 7  Pcdietr ic:  T h e  p h a r m a c o  kinetics o f E N A B L E X  h a v e  n n t hccn  stu d i e d  in  th e  pedi i t r ic 
1 8  popl l ta t io lL 

1 9  

2 ’: 
2 2  

2 3  

2 4  
2 5  
2 6  
3 7  

2 8  
2 9  
3 0  
3 1  

Race : T h e  elfect o f race  o n  th e  pharmacok inc th  o f E N A B L e  has  n o r  b e e n  charac ter ize& 

Rena l  Ineuff iciency: N o  dose’ad jusuncnr  is r ecn rnmcadcd  fo r p a tie n ts with senn l  
i m p a i r m e n t. A  study  o f subject i  wi th vary ing  dcgrcu  c&rena l  i m P W o n t (c reat in ine 
cl- b e n v e e n  1 0  a n d  JIM  m u m in)  g i ven  E N A B L E X  1 5 ’m g  o n c e  dai ly  to  s leady  @ a te  
demoast ra ted  n o  d e a r  rclat iot ihip b e tween  rena l  f iulct ion a n d  M e n a c i n  c leannoc . - - -  - _ _  -_  
H e p a tlc Incu ffklency:  T h e  dai ly  dose  of E N A B L E X  e b o u l d  n o t cxoeed  7J  m g  once  dai ly  
fo r  p a tia n u  wir!i m o d c r a tr. h e & c  impa i rment  (Chi ld  Fu@  B )  (see  P R E C .A U T I0 N .S  a n d  
D Q 9 A G E  A N D  A D M INIS IRATION).  N o  dose  ad jus tment  is r e c o m m e n d e d  fo r  p a ticn b  with 
m i ld h c p a tic i m p & m e n 1  (Ch i ld  P u g h  A).  

3 2  E N A B L E X  pbarkcok inet iw wete  inver t igated in  subjects with ‘m ild (Ch i ld  P u g h A )  o r  
3 3  m o d e r a to  ( C b i J d P u g b B )  iqi im cnto f h r p & . fim tio n g i v e n E N ~ B L E X  I5 m g o n r e d G J y  
3 4  to ste a d y  LPIC.  Mi ld  hepat ic  hpai rmtnt  h a d  n o  effect o n  ihe  pha rmocok ineb  of &r i fena& 
3 5  Howeve r , p r o te in  b i nd ing  o f dar i fknac in  w e a  P ffec ted  by  m o d e r a r e  b e p a tic i m p a i r o = n I. A fte r  
3 6  adj t i r idg fb r  p l asma  p r o & n  b ind ing , u n b o u n d  dar iknac in  exposu re  was  rnr imatcd to  b e  4 .7 -  
3 7  b id  h i ghe r  in  subjcuts with m o d e r a te  hepr r i c  i m p a i r m e n t th a n  sub jc& wifh n o r m a l  h e p a tic 
3 8  filnct ion. 

Fol lowing adminis t rat ion of a n  ora\  doac  of “C-dt i fenecia S O M M  to bti l lhy ~~hde r~ .  
~~pi ix in&e ly  6 0 %  o f th e  radioact iv i ty was  recove red  in  th e  u r i ne  a n d  4 0 %  in  tbc  fcccS . 
Only  a  rmnl t  pbcntagc  o f th e  excre ted  d a r e  was  u n c h a n g e d  d a fifcnac in  ( 3 % ) . Es tim a te d  
d r&nac in  c learamx ie 4 0  L h  for E M s  a n d  3 2  L /h  fn r  P M a , T h e  el i i t ion half- l i fe o f 
dar j fcnscin fo l low ing  chron ic  dos ing  is a p p r w + n a tcly 1 3 - 1 9  hou rs . 

Age :  N o  d o s e  ad jus tment  is r c r o m m e n d a i  fo r  th e  elder ly.  
A  p o p u l a tio n  p b a r m a c o k i n e tic ~ n a ly& o f p a tie n t d a ta  ind ica ted a  w e n d  fo r  c learmu*  n f 
dsr i fenac in  to  c lecrea-c  with a g e  ( 6 %  p a  d e c a d e  re lnt ive to  a  m e d ian  a g e  of 4 4 ) . Fo l low ing  
ad rn i n ima tio n  o f E N A B L E X  I5  m g  o~ca-da i ly ,  d a n fenac in  aPmr rc  a t ste a d y  slate was.  
a p p r b x i m a tely 1 2 % 1 9 %  h ighe r  in  V O M IT b e tween  4 5  a n d  6 5  ycan  o f a g e  c ~ m p a r s d  U)  
y o u n g e r  vo lunteers  a g e d  1 8  ro  4 4  years  ( see  P R E C A U T IO N S , G e r i a tic Use).  

b a n d e r  N o  d o s e  sd juatmeDt  is r e c o m m e n d e d  b a s e d  o n  g m u k r . PRpara rnc t8 r~  w o r o  
ca lcu la ted fo r  2 2  m a le a n d  2 5  fe m a le hea l thy  v a h m tccrs. Dar i fenac in  C M , a n d  A U C  al  o & y  
ste r e  w e r o  a p p r o x i m a tely 5 7 % - 7 9 %  a n d  fil9 & 7 3 %  h i & &  in  fermlec th a n  in  m & s , 
rqect ively. 



1 Subjecte with severe bepat& impairment (Child Pugh C) baw not bean studied, therefore 
2 EIUFLEX is uot rewnmendcd ik USC in thee patients (ase PRECAUTIONS and DOSAGE 
3 AND ADMLMsTRAnoN). 

9 CYP2D6 Inhlbltonr: No dosing adjuatmcnts arc recommended in thr preseDce of CYP2D6 
10 inhibiwrx. DarXknacio exposure following 30 mg once daily at steady state wa* 33’h hiha 
11 in the prcscncc of the potent CYP2D6 inhibitor paroxetitae 20 mg. 
12 CYPSAd Inhibitors: The. daily dose of ENAB- should nnt cxccod 7.5 mg when 
13 coadrnihered .with potent CYP3A4 inhiiltors (c.g., ketnconaxole, itraconaxols, titottavir, 
14 neltinwir, clarithromycin and oe&xodone) (irec PRlXAUTlONS and DOSAGE AND 
IS ADMINI~TION). In a drug interaction study, when ‘a 7.5 mg once- daily dose of 
I6 ENABLFX was given to atcady state and coadmiuistered with the potent CYP3A4 inhibitor 
17 kctomnazoIe 400 mg, mean dazifenacin C,, increased to 11.2 ng/rnL for EMs (n-10) and 
18 55.4 nghd for one PM subject @=I). Mean AUC inucased to 143 end 939 ttg&ttL lor 
19 EMS and for one PM subject, rcapcctivc~ When a 15 mg daily dose of BNABLEX was 
20 given With ketoconaxolq mean &if&a& C - incrbesed tc 67.6 D@L EDCI 58.9 n@nt fir 
21 EMS (~3) and one PM subjact (n=l), respectively. M&n AUC increesui tn 1110 and 931 
22 ng.h/mL for Eh5s and for one PM subject, rerpeetivcly. 
23 

f3 
26 
27 
28 

29 

Nn drGng adjustments are recommended in the presence of modetam CYF’3A4 inhibitors 
(c.g.; ery~I~omycin, fIuoonsde, dilt&em and veraprmil). The mcau CM and AUC of 
darifen~in foIlowIng 30 mg once &ily &sine at atcady state wcra 128% and 9S% higher, 
respectively, in the presence of qthromycin. coacbninI3trEtion or flucoaa!zoIc ad 
darifeoacirt 3n rng mm daily at steady stem increased darifettacin C, and AUC! by 61pA and 
84%. rcrpcctivcly. 
The mean C, and AUC of darifahacin followlng 30 mg oncedaily at at&y state were 42% 
.and.34% hi&r, respectively, in the praceaee of cimetidine, a mixed CYP P450 enzyme 
inhibitor. 

Edicts of Otftor Drugs on Djrifenac@ 

Darifetiitt metabolism is primarily mediated by the cytochrome P4SO enrymc~ CYp2D6 and 
CYP3A4. Thafiuc, indnccn of CYP3A4 or inhibitors of either of these enxymes may alter 
dariferracin phwma~okinctica. 
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1 Effecta of Derlfenacln on  Other Drups 

2 tn vitro Studies: Bawd on in viuo human m icroxnnal &&J, ENABLEX in not rwpCored k~ 
3  id&it CYPlM or CyP2C9 a~CIi&Q rclevlnt C0nCanCreti~ 

. 4  In vlvo Studlw: Tbc potential for clinical doses ofE?&4Rm to act BB iuhibiitora of 
5 Cpl2D6 or c(p3A4 aubsuatec was investigstrA in spceific drug interaction studies. 

6  CYPZD6 Substrdw: Caution should be taken when ENABLEX is used oow4mitaQdy arifh 
7  med ications that ue  predcnnhdy me laholizcd by CyP2D6 and whkh lye a  Dm 
B 7IiIitic window, such as flecainidc, thioridaaine and tricyclic anddepressants (see 
9  PFCECA~O~S, hug htaactions). 

10  llw mean Coax and AUC of imiprake, a  C’t’ptD6 substrate, vcrc krcased 57% aad 
11 70%, respectively. in the pnxtencs of steadyware darifknacin 30 mg owe daily. Thir was 
12 accompwied by a  3.6-fold increase ia the mean Cmax and AUC of deeipramine, the a&a 
13 mctabolite of imipramine. 

14  
15 
16 
17 

I 
20  

CYPSAI Sub&tfe~; Darifenacdn (30 mg dsily) coadministcrcd with a  sin@e oral dose of 
m idszolam 7.5 mg  resulted in 17% illcrrxx: in m idazolam exposure. 
Darifcnaeih (10 mg Lid.) had no effbor on  the pbarroacokinetice or the combmarion oral 
contreceptivai cont&ning levonorgwtre~ and CthinylestradioI. . 

21  
22 
23 
24 

Otfw Drugs: Dwifeaacin h?d no dgniki.ni effctt on  protbrombin time  when a  sin& dose 
of warfkiia 50  mg was c~administcrcd with rhuifenaein (30 mg dailyj at stady state. 
Standard krapeutic prntbrombin time  mon itoring for warfMn should he continued. 
Rml~e therapeutic drug mon itoring lot digoxin should be c~~timwd. Darifknacin (30 mg 
daily) coadministcrcd PritJa digoxin (0.25 mg) at steady state wuultcd ia 16% increetz h  
dlgflxin c%posum. 
Ektrophyslology 

25 
26 
27 
-2s.- 
29  
30 
31 

3': 
34 
35 
36 

Tk c&t of six-day toatment of iS mg  and 75 mg ENAEILEX on QT/QTc iamwal was 
cvaiuated in a  mu ltiple-dose, double-blind, randomized, placob& and actlve-cuntmIlr. 
(nmxifloxacla 400 mg) pwakl-arm duign study in 179 hulthy vaults (44% ma le, 56% 

--&male) aged 18 IO 65. Snhjcctr in&&d IRYe PMs ood 820% EMS. ‘l’hc QT interval was 
measured ova a  W-hour p&d both pre-docing and or steady state.’ The 75 mg ENABLEX 
dose wa,, chosen bccaw this achievea exposum similar in that observed in CYP2D6 poor 
mctabolizcre ndmiiietered the highest mcmmn tnded dose (IS me) of dorifknaein in the 
presence of a  potent CYP3A4 inhihitor. At the doses studied, ENABLEX dii not rmrlt in 
QT/QTc interval prolongation at any time  during the steady era@, whiic moxifloxacin 
treatmeat resuJ& in a  mean increase gem baseline QTcP of ahnut 7.0 rascc when compared 
to pk... In this study, dari feaaeb 15 mg and 7S trig doses dcrnonstmtod a  mean heart me  
change of 3.1 and 1.3 bpm, recpecrively, vhr,n cornpa& to placebo. Howeva, in &e phase 
~IU ~linkd ctudiec , the change in median HR following troatmeut with ENABLFX wkt no 
different Born placebo. 

. 



1 CLINICAL STUDlh 

: 
4 
5 
6 

ii 
9 

10 
11 
12 
13 

ENABL&p (dsrifenacin) extend&relesre tablers were evahMed for the treatment Of 
pstients with oversctive bladder w&b ~ymptor~~ of urgcs~y. urge rninary inwntine~~~e, and 
increased uinsry %uency in three randomized, fixed-dose, plocebo-~ontro~d, multiccnter, 
double-blind, 12-week studica (Studies 1, 2 sod 3) and one WI&~?@ doubl~blind. 
plarr.hcr-rmntrollcd, multioeptor, dose-tihntion study (Study 4). For study clshility in au four 
stud&, prtients with symptom6 of overnctive bladder fcu at lest. six months were required to 
demonetrnto nt least eight mieruridons and rl ICM. nnc cpisodc of uriw utgenoy per day, 
and at 1caPt five episodes of urge urinary inco&~cc pet VW& The majority of paticnU Were 
whiti (94%) and fcmalc (84%). with a menn age of 58 years, range 1.9 IO 93 yeus. 33% of 
paticnra were 35 jgnrn of age. These chnraaerirtfcs were well balanced acros5 trcatmcnt 
groups. The study popuJatidn was inclusive of bofh.narve P;ltjents who had not received prior 
pharmacotberapy for overactive bladder (60%) and thoac who had (40%). 

14 Table 2 S~OWC the efi%acy data collrcred Tom 7- or I l-day voiding diaries in the tbrce fured- 
1s dose placebo-controlled studits of 1059 paticntr kc&cd with plsoebo, 7.5 mg or 15 mg once 
16 daily ENaLEx’ for 12 w&s. A sigoificsnt deer-0 in the primary endpoinr, change from 
17 baseline in avcrago weekly urge urinary incontinence epic& was obstrved in all three 
JR studii. Data ir also abown for two secondary endpoints, cbang~ f+mn has&c in Qo average 
19 number of miotuxi~ions pa dny (u&q 6requency) ;mrl change &XJI baseline iu tho averap 
20 vohme voided per micturi&m. 

. 

-- . . 



1 Tsble 2: Dlfferenco B@ween ENABLEXe (7.6 mg, 16 mg) And Placebo For The 
2 Week 42 Change From Eaoelino (Studtie 1,2 And 3) 

3 
&?!a J&!&q tiIulw 
EN@ ENABLOC Pl0oaba ENULur FNcJl@ Piembo EWLD() Phabc 

7.6mg '5m0 75wl 'Sma 15flU 

No:ofPltirncP 
Entered 229 113 164 lD6 107 106 112 115 P. --. 
Inmmtinento EpMc%i~ per Week 

- -. ueam Baamln 18.5 17.6 16.6 14.0 'T.3 16.1 363 15.5 
- kdian Chrngs -- -- . - . _. ----.- -__ ._._ ___ 

trnillBaselilo 4.0 -10.4 -1.6 4.1 -10.4 -6.0 -11A -9.0 
hldian D6remce 

. bPlscs~ -1.6' 4.1' . 46' 49' - -q - 

Miclurl6onr Perky 
Median BaaollnO 10.1 10.1 10.1 iO3 11.0 10.1 10.5 10.4 
hwnn mmoe 
homua=lina -1.8 -1.7 -0.B -1.7 -1.9 4.1 4.9 -1.2 

~:~o-"ce 0.6' -o.o* . -05 4.7' - -0,6 - 
votumsorthhc Psssedpor~$dpL) I 

Me&nBsdo6na 1603 151.8 162.4 161.7 167.3 1622 156.0 147.1 
Medal change 
from Baoelinc 14.9 50.9 7.6 16.8 23.6 7.1 20.7 4.6 
mmeoIen Diltwance 
lo PUCOM 11.1 - 20.7' - 0.2 16.6' - .20.1* - 

- ;TndKWS SlatlSlk3kauy signi!kWVt d3fmW v0tWI pbC&0 (vO.05. WNCUXM nnk*unl @St)  

4 Table 3 hews the efficacy d&t ikom tbe doile-a’uadon study in 395 paticnts who initioUy 
5 rcccivcd 7.5 rng ENABLEX or placebo daily with he option to inereaeo to 15 mg FNABLEX 
6 or plncebo daily after 2 week 

-w-m ------.-.-.--_-- ..-. 
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Tabls 3: Dlfhrence Betwsen ENABLEX@ (7.6 mall5 ma) And PlacabO For The 
Week 12 Change From Banolino (Study 4) 

7.6 mg I15.mg 
No. al Peiientr TrBaw 

21 127 

---- . -. _ _ _ __ Lncontinona EpiPodor par WE& -_ _ ..“‘- 
hwii 00P0IllR Wm-?- - - .- --,*4;0... . 

wman Chiwuffun 
uaselhe 4.2 -6.0 

F2°-m to -IA’ m  
Micturltbnr oer Day 

Mediml Bwdine v.0 10.4 
Mowan cnonpn nom 
Badina. -I$ -1.0 
MeolanDltffuwIwiD 

Medh chrngo born 
Bwolho 16.0 fl.8 
~~edi~Dmeronw m  

13.3’ . -. 
’ tnckDtoc cfcnieany rkJntowtlt difflnuIlce vomrJ Ploti (p4.06, 
Wkoxon rank-sum ust) 

As seen in Figures 2 a, b and c, reducths in the numba of imontinenoe @ode0 per week 
wac observed wirhin the flm  twn wcclcs in patients treated with ENABILEX 7.5 trig and 15 
mg ora daily compared to placebo. Ruther, these efWt6 were eustaincd timghmrt rhe U- 
we& tmtmcni p&xi. 



4 
5 

6 

Figure 2 a.b,c Modlan Change From Baseline At Weeks 2,6,12 For Number of 
In~antinenoo Epirodea Per Week (Study 1,Z and 3) 

fiaum ti Studv 1 

*7 

-12J 

Figure 2b Study 2 

. 
2 

PlrrcobO 1 
Darltenacln 7.5 rng 
Darstsnacin 15 mg 

-0-e Placebo 
--k glarKenecln 7.5 mg 
-e- Darlfenacln 15 mg 



Flgum 2c Study 3 

2 nlle cwedo) 
2 6 12 

0 I I 1 .E E 

3 
-14J -0. Plac&o 

-C- D3rlfert~~in 16 mg 

5 INDICATIONS ANd USAGE 
6 ENABW (dauiEenlcin) extended-relwsc tahlcts are indics~ed for the trcattttat nf 
7 overactive bladder with qmq~toti~ of urge urinary incontincnc~, urgency and frcquemy. 

8 CONTWJNDlCATlONS 
9 ENABLEP(dar&nrcin) 

10 
exmded-relessr tablets ore cotttrainrticated in patients vjith tinyy 

re~tion, p;petric retcntiot~ or 1tmantra1led narrow-angle &ucorm~ and in paticlltc who arc 81 
II risk r0r there coaditioxu. EN~JJ.yx is zflso Con~cAtcd in pntim ts with known 
12 hypmensirivity to the drug or its idgr#licnti. 

13 PRECAUTldNS 

14 General 

15 Rbk of Uhary Retentbn 

16 ENABL& (duifeoacin) cxtmded-release tablets should be administered widt uutiort to 
17 patie~r~ urith clinically significant b1aride.r outflow obstruotion because of the risk ~Furirwy 
18 rclentirul. 

19 Lkwyased GorWointestind AfoUli& 

20 ENMLEX should be administered with caution ro potienn with gaetrointestina1 nhsbuctive 
21 disorders herflue of the risk of gastric r&&n. FNABLEX, like athet mticholincr& 



1 drugs, may deomsa geastroink~m~ motillsy and should be used with cautirm in patiem urith 
2 cmditions such nc awere cordpaticm. nhxmivt colitis, md myo&enia gravis. 

3 Controlled NarroruLAngk Gkucomi 

4 EN~BLEX should lx wed with cd&m ~II patjento being trouted for narrow-~& glaucoma 
5 and only where rbe potentill benefita outweigh the risks. 

6 
7 
8 
9 

10 
11 

12 
13 
14 
I5 
16 
17 
18 
19 
3.0 
21 
22 
23 

Patienls whb tfopatic Impairmed 

ThcK are no dosJng adjustments for p&&with mild hepatic impairment. The &iIy &WC of 
ENABLEX should nor exceed 7.5 mp for paticn~. with moderae hepatio impaimmt 
ENABLEX has not ban miled in patients with u~~cre h&c impairmear and lbemfore is 
not recnmmendod for use in thir patient population (see CLW’ICAL, PHARMACOLOGY, 
Pharmacokioetice in Special Populatia~ and DOSAGE AND ADh4lWS’IRATION). 

. 

InformatIon for Peticnb 

Patients should bc informed that anticbolinsrgic agenb. such as ENABL.EX, mey prodttcc 
clinically significant edvme effects related to antiohokcrgic pbanmcolo@I aotivity 
indlldi~~ constipation, urinary rctcntian and blurred *ion. Heat pmtmion (due to 
deucau-$ sweating) can occur wher, anticholinergico ruch as ENABLZX arc used in a hot 
eavironmcnl. Because nnticholinergiy ruch as ZNABLEX, may produce dizziness or 
blurrud vision, pa&&s should be advised to cxcrcisc ca~nion in -dedrione to wg;agc in 
potentially dmgorow nctivilicr; until the drug’8 effiit9 have been dew Patients should 
read the padent information IcafIct heforc starting therapy with ENABLF!! 
ENABJXX exImded-rclc.e~c t&Jcn sJxiuld be UJCEEI once~ doily with liquid. lleymay be 
talcm with or wkhout fobd, and should he ~nllowcd whole and not cbcwcd, rliiided or 
ortashd 

24 Drug InteractIons 
25 The daily dare of ENABLFX should oat exceed 7.5 mg when coadmiDinered with potent 
26 CYP3A4 inhibitors (q., ketocotz&. jtraconazola, ritonavir, nelfinovir, clarith~mycin and 
27 IlCfW&3WZ)~ (see CLINXAL PHARMACOLOGY and DOSAGE AND 
2% ADMIMSTRATIO~. 
23 ., 30 
31 
32 

Cautjon ;hould be UJCUI when ENAJ3LFx ti used concomitantly w&h mdicotions that aw 
prbdominently mtr&c&zed by CYP2D6 and which have a narrow lherlpcutic window, such 9 . thioridaziie apd 
ik2ZE?LFy). 

hicyclic entideprasantq (*- CLINlCAL 

33 
34 

The wacominor we of ENAEL~X with other aotioholmorgic aggti may increase the 
&qu=vy and/or severity of dry mouth, constipation, bturred tion and c&r antich&er$c 

35 pharmncolngical ef%c~. 
36 

Andcholinergic agcats may potentially alter the abeorpth of mm 
concomitantly administfzed drugs due to ef&ta on -in&l motility. 

37 Drug Laboratory Test Interactions 

38 bWrilaionS between derifbnacin ad lahmry tt*ti have not been studied. 
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CarcinogenssislMutagonesls~lmpalrmcn~ of Fertility 
Carcjnnpkity studies with darifemcin WeX CMtiaCd ia D&C ad rate. No Widmce of 
drug-rclntod carcinogenicity was revealed in a 24-m&h study in mice a~ dietuy doses up tn 
100 m&&/day or approximately 33. t ima the c&x&d human tiee AWC~~~achcdktb 15 
mg, the maximum recommmdcd human dose (AUC at MPHD) and in a 2bmonth rtudy in 
rau st doses up WI 15 m&g/day or up to approximately 12 time the AUC nt MRHD in 
female rata and approximately eight times the AUC at MR.HD in male ratr. 
lk+Smcin ~66 not mutagenic ip the b&al mutation assays (Ames mat) and the Chinese 
ham+q ovary oeeay, md DOI dutogenia in the human ~YIS@OC~~O ~SIY, pul the in tiw 
mouse bone marrow cytogene&s us.wy. 
There was no evidence for effects on fkrtility in male or femels rate ~a* at oral doss up to 
50 mpflcRldsy. Expo6urw in this study coi~espond to approximau@ 71 times lhc AUC at 
MRHD. 

Pregnancy Category C 
Dorifenacio wac not teratogenic ia rars and rabbib at doeee up tp SO and 30 m#kg/d~~y 
respectively. At the dase of SO m&g in rats, there w-a6 a delay in the 0Ssificatinn of tbc sscd 
and causal vmebrat which wan not observed at 10 mgkg (approximately 13 timea the AUC 
of bee plasma cnnmhntioll at MRHD). Bxposurc in this *dy at 50 m&g oorrqondc to 
qqmximakly 59 ttneS the NC of free plasma~cnnccntmtion at h!RHD. DyHocia was 
obscrval in dams at 10 mg&g/day (17 thw the AUC of We pla8ma caacentmion at. 
MRHD)- Slight developmeJxa1 rtckys wcrc obsavod in pups at this Qrc At 3 m&/day 
(five times the AUC of 6et plasma c-oncatration at MRHD) there were no c;trtcrS on &ma or 
pups. At the done of 30 m&g in rabbits, darifeoacin W&S shown to iwzaac ~oPl-implcntation 
km hut not at IO m&g (nine times the AUC of fkc plasma concentration at MRIED). 
Exposure to unbound drug at 30 mgIlcg ia th& study corresponds to spprt&xmtdy’ZI titi 
lhe AUC at MRHD. In rabbits, dilated m-c&r &or kidney pelvic was observed in a- 
at 30 mgtlt@y and one caaa wet observed at IO m@g/day alone with urinary bladder 
dilhtfon c~ntktmt with pharmacological nction of dari&nacin. No c&t was observed at 3 
mgk@ay (2.8 time the AUC of tree plasma coocentr&n at ?vIWJI). Tbero qe no studii 
of dsrjfenacin in prapovlt women. Because animal rcproduotion etudisr arc nor always 
predictive ofhuma~ repponre, ENABLFX should bc used duriag pregn;mcy only if the bcwfit 
to ths mo&Gweighs the pntmtirl rj& to the fehu. 

Nursing Mother8 

.Druifcuaciu ia excteted into the milk of rats. It ja not known whether darifenaein ie excreted 
into human milk and therefore caution St&d bc ncrciscd before ENABLEX is adminisincd 
to a nursing wom,aIl. 

Pediatric Use . 

The snfcty and cffcctivenw of ENABLEI in pediaaio patients haw not been established. 

G&la&k Use 
In the Phase III IkxW~.w. placebo-controlled, cliiical studier, 30% of paticnh trcatcd with 
ENABLEX WCIZ OYCI 6S yarc of alto. No overall diflerencw irl IU~ or c&cacy wore 
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4 ADVERSE REACTIONS 
.5 During tie clinkal development of ENAWW (~arifcnacin) cxknded-release ablsk, u total 
6 of 7,362 ptieru and volunteers wcrc trmtai with doses of dsrifenacia from 3.75 mg to 75 m&I 
7 ancc daily, 

8 

1; 
11 
12 
13 

l%c d&y of ENARLFX m  cvsluated in Phass II and IU oonlrolled clioicsl trials in a r~nl 
ii 8,do p&&;‘d001 -of whim Geie treated -Gitfi~~~LEX. -Of tbir total, 1,069 patisnts 
participated in t&o, 12-wsek, Phace III, fbcsddore effksoy and safkty studia. Of thir total, 
337 and 334 patients received ENABLJ?? 7.5 mg daily and 15 mg daily’. rcspcctively. hi all 
long tam rrials Combined. I.216 and 672 patients rcccivcd treatment with BMBLEX for at 
knst 24 and 52 WC& rcspeotively. 

I4 
1s 

In all plaabo-controlled &Is combined, the incidence of eesious adverse events for 7.5 m& 
15 mg end pi&x~ was similer. 

16 In all fixed-doss Pbsse 111 studise oornblned, 3.3% of parieato ucxcd with ENABLEX 
17 discontinued due to all advexee evsa~ versus 2;65< in placebo. DIY mouth Idin tn Rudy 
1s discontinuation occurred in Cl%, 0.9./o, and 0% of patients trcsccxl wir) JWABLEX 7.5 mg 
19 daily, ENABLEX IS w daily and plaocbo, mpcctivcly. Cons&Mion leading to e,Wdy 
?O disccmtinuation occurred in 0.6% 1,2%, end 0.3% of patients treated with ENABLEX 7.S mg 
21 diiiy, EN-L= 15 mg daily end placsbo, tecpectively. 
22 Table 4 list8 the sdverso eve&s reported (regardleso of causal@) in 2% OT more of padents 
23 treeted with 7.5 or 1 S mg ENABLEX extended-releacs tablets and greaur &an pbucbo ia the 
24 three, fixed-dose, placebo-conuolkd Phase III snulirs (8tudi~ 1.2 ami 3). Advcrsc mob 
25 were ~pontd by S4W md 66% of patkntt rccciving 7.5 and 15 mg once daily ENABLEX 
26 crxh~~-rdea~c tahlctr. qxctively, and by 49% of patienta recsivkap placsbo. In tbers 
27 studim, the most iirqusntly reported rdvaao events were dry mouth and conptipsdon. The 
26 majority df adverse eventa in JDABLEX-trcatcd subjects were m ild or moderate in severity 
29 and most occurred during rbe ti IWO we& of ueannen~. 

obd between these patients (n= 207) and younger patfenu <6S ym (n= 464). ?+&I dose 
adjusmcnl ia reocunmsndsd fat elderly patknts (SAC CIJNICkL PFTARM.4coLOOY. 
Phamacokfmujm In Qmlal Populaticuu and CLwIcU KLVDIES). 

. 
-- ,_ .-- --.- -*- (. me--. 
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Teblc 4; Imidanca Of Adverss t%enls* Reported In 22.0% Ot Patients Treated 
Wlth ENABLU?‘Extended- Release Tablets And Mora Fiequent Wtth 
ENABLEP Than with Placebo In Three, Flxod43oco, Plicebo- 
Controlled, Phase III Stud& (Studka 1,2, and 3) 

Body System MvwsREvenf 

ulugenifol 

Oyspepd~ 
Abdmiml Paln 
Nausea . 
Diarrhea 
Urinary Trsd 
lnfecunn 

Percentage of subjeclr wltti odwxm event (%) --. . . . 
ENABLEX@ ENABLEP Pieocbc 
7.6mg 16mg 
N=337 N=334 N=WB 

20.2 35.3 8.2 
14.6 21.3 6.2 
2.7 a.4 2.6 
2.4 3.0 0.6 
2.7 1.5 1.5 
2.1 0.9 1.8 
6.7 a.5 2.6 

NCfVOUS Olzzlness 0.9 21 1.3 
Bodyas Asthenla 1.6 2.7 1.3 
VVllOlO 
Eye Dry eyu 1.5 2.1 0.5 

‘Regerdleee of osusaiity 

0th advmc ewms repned, regardkrr of caucatity, by 21% of ENABLEX patients in 
either the 7.5 mg or 15 mg nncwhily daribacih dose groups in these fixed-dose, placcbo- 
controlled Phwe III etudke inch& aimnmd vision, accidenul injury, back pain, dry skin, 
fh pyrrdrome, pain, hypatention, vomiting, pcr+A edema, weight gain, mhlgia, 
hrunchitis, pharyngbir, rhioitia, iinusitis, rneb, pruritua, urinary tract disorder wl vaginitis. 
Study 4 was a 12-week, placebtxonfrolled, dose-titration rcgimn sbxty in which ENABLEX 
wru adminirtorcd in accordvlce with dosing recommendations (xc DO.cAOE and 

~~~~*-~l~~-jni~-recejv~ placebo or ENABLEX 7.5 mg diily. 
ami oflet two weaks. poticntn and physioianr were allowed IO adjust upward to ENABLEX 
ISq if needed. In thi3 study, the most commonly reporred adverse eventc were alro 
conkption and dry mouth. The incidenoe of disontinuation due to all adverse evems wns 
3.1% and 6.7% for placebo and for ENABLEX, reqwfively. Tab10 5 1istJ the advctx cvcnts 
(rqardlw of causaliv) rep~rred in ~3% of patients bented with ENABLEX extended-xlca.v 
tdhts and grce$r thnn plscebo. 
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2 Table 6: 
3 
4 

. s 

Number (%) Of Adverse Events’ Reported In s3K Of PaUonts Treated 
With ENABLEX’ Extended- Reloaoo Tablets, And More Frequenl With 
ENABLE%’ Than Placebo, In The Plecebo-Controlled, Doro~TltmtlO4 
Phase ltt St& (Siudy 4). 

Mveres Event 

Constipation 

Dry Mnuth 

ENABm.5 mgA5mg . Placebo 
N=268 N-127 

56.(20.9%~ __ 100.9w 

50(18.7%) 11 (R.746) 

. \ 

I-hi&&c 18 (6.7%) 7 (is%) 

Dyspcpaia 12 (43%) 2(1.6%) 

Nausea 11(4-l%) Z&6%) 

Utillaty~raot Infection 10(3.7%) 4(3.1%) 

ticntal Jnjury 8 (3.0%) 3(2.4%) 

Flu S~dmmc 8 (3.0%) '3 (2.4%) 
'Regard&s cd caruatll 

6 

7 Acute urinary retention (AUR) x&ring tr&ment was roponed ia 0 uxal of 16 pa&n in the 
8 EN- pharo 1-m clitical triala: Of there 16 cases, 7 were repti ad ~&us rdverae 
9 cvmtq; including one patient with detrucor hyperretlwia xcxn&y to 8 stroke, one patient 

10 with bc~iga prostatic hyp~rtrophy (BPH), one @icnt with i&able bowel ~pdrtmac (IBS) 
11 and COW OAB patients Uiig darifcmuk 30 mg d&y. Of the WI&@ niw cssts oouc 
12 were rcpolted as serious tulvu~c cytllt~. Tbror ocourred in OAB pa&ats taking the 
13 refmmended dmes. and two of these required bIadder cathevrizatioa fix l-2 days. 
14 
15 Constipation was rqrnrcd IS a SC&US adverss event in six patknts iatbe FHABLEX phase I- 
14 III cKnical trials, inoludi~g one patient with benign ptatk &perttophy (BPH), one OAB 
17 patient taking dkfknacin 30 mg drily, and only one OAB pa&t taking thb mcommokuled 
I8 c&see. The laltec patient was hospitii fir investigation with coionoccopy afkr report@ 
13 nine monrhr of chronic constipntion that was med aa being moderate in severity. 

26 OVERDOSAGE 
2 1 Overdosagc wirh 8ntirnuscarinic agate. including ENABLEe (darifcnacin) extended-relcarc 
22 lablets can rcsultin.smt~n mtimuscsriDi~ die&~. 'IEeoment should be symptomtic and 
23 nqvpmti~c. In the event of overdosal)e, ECG mwiloring is rcxxmncndcd. ENABLEX ham 
24 been sdntinislered in clinical trials at doses up to 75 mg (five times tbc maximum therapeutic 
25 dose) a.ad oign~ of overdose uwc limiti to abaomd &ion. 
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Admlnktratlon 
The recornmcndcd SW+ dos: of ENABLEIT (darifenooiaj extended-rclcasc tablets k 7.5 
mg once daily. &sed upon individu’nl rcspoure, the dote may ba incseased td 1s mg once 
daily, as early as hue weeks a&r S&I& therapy. 
ENABLEX extended-EIeaae tablets sho$d -be r&n once-dnily with liquid They may be 
tab with oc Mhout food, and ebould be swallowed whole and IMIZ chewed, divided 01 
crlJshcd 

FM patients with modeale hepatic impairment or when condminirtcml with povnt CY’F3A4 
inhibitors (c.g.. ketnczmazole, iv ncanuole, ritonavir, aeltioavir, clarithrnrnycin and 
nefazadone), the daily doflc nf ENABLEX should not exesed 7.5 %. EIWBLEX is not 
recommended fat use in paticm with scvcrc hepatic impairment. (see -CAL 
PHARM-9cOL.OGY and PRECAUTIONS}. 
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HOW SUPPLIED 
ENABLEX* ,7.S mg extended-release tablets are round, shallow, coovex, white-colored 
tablets, and are identified with “DF” on one ddo and ‘7.5” on the ~GV~C. 
Both af30 (NDC O078-O419-IS) 

Bottle of 90 (NDC 0078-04 19-M) 
Unit-Dose Package o; 100,lO bllsu?rs per tip (NDC 0076~0+19-06) 

~~IBJJW 15 mg ewrended-releace tablets txe round, shnllow, cnnvc~~, light peach-colored 
tablets, and arc identified with “DF” on one tide and “15” on the reverse. 
Bottle of30 @JDC 007~042O.q 
Both nf 90 @DC 00786420-34) 
Unit-Dose Package of 100, IO blirterr p& strip (NDC 0078-0420-06) 

26 Storage 
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Store at 2% (TF); excursions permined to 15-30% (59-86DF). [see USP Co~trollcd Rwn 
Temperaare.]. Protect from tight. 

Manu~hued by: 
PGzer Inc. 
I3.moklyn, New York 11206 . 

Disuiiuted by: 
Novatic Phamuccutioal Corporation 
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PATIEW INFORMATlON 

(Uartfenatin) 
..- _._-_ -. - ..- 

Extended-w&are tablets 

_ _ ---__. 

Rx only 

7.5 mg or 15 mg _ _-_ _. ____-_ ---_.._._ -.-._------ ._- _.--. - 

Read the Pntient Informntiorr Umt comes with ENAPLEXB before you chrx pkiry: 
it awl each tlmc you get P reflJL Tbore may be ntw information, This Ir#et does not 
take the p1au. of talkJng 10 your docror or other be~~ltbcarc proless~onal ahnut your 
medical condition or your trentmenf. Only year doctor or hoalthcnre profc&nal 
MII determine if treatment with ENABLFJc is right for you. 

What ia ENABLEX? 

ENABLEX jr a prescription medicinc uacd ii~ adults in %at the f~llowisg Sp@OInS DUO 
tu a condixion called ovenctive bladders 

8 having a suq need to ~0 to the bathroom ri&t SWAY (&a cakd “urw’) 
- kakiq or wenihg s&den@ (PIso ceIled “winery inmntixnce”) 
= having TO go 10 rhc bxhroom too often (al80 called “5ninzny frp.quency”) 

What is ovwacthre bladder? 
Chwwtive bladder hnpponc when you awot control per Madder conuWion% when 
there muscle: conmctious happen too c&tea or cannot be c~ntlolIcd, you get sympuxns of 
overactive blsddcr. whirh zwc urinary urgency, urkry incontinence (lcakagc) and urinary 
froqueIloy. 

Who should not take ENAEtEX? 

Donct ~JsKNABLEX ifyou: 
8 are not able ts empty your blnddcq (also c&d “u+ar)- r-=h”) 
l have delayed cu claw emptyiog of your stomach (ho called “pnric rWfXioC) 
v have an eye probkn called “uncontrolled narrow-an& gbwma" 
l ate &@c to ENABLBX or to my of it6 inpreditnt~. 8a: the md oftiS kafkt 

for a complete list of in@knU. 

ENABLE33 has not been studied in children. 
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What should I tell my doctor befare tirting ENAELEX? 

. 
Before starting @JAaLEX, tell your doctor or bealthcare professional abQUt an of your 
medical anditions including if you: 

l have nny rtomach or intestinal problems, or problems with conrdpetion 
l have trouble emptying your bladder or if you have a weak urine stick 
s bave an eye pioblem called narrow-angle glaucoma 
l have liver problans 
l are pregnant or plannll to become lxq@t& It ls not known ifENABLEX cau 

blum your unborn baby. 
v arc hrcastieding. It is not known if ENABLEX passes inm breast milk and if it 

cmhannymhahy. 
Tell your doctor about all the nvxlicincs yxn~ tajm, innlndi~ pmmiprion and 
nonpraacription medicines, vitamins, and herbal suppltmcnb. ENABLEX and certain 
other medicines can interact with each other, causing side el%cte. Especially tell yoti 
doctor ii you t*c: 

l kemconazole (Nizoral 
ax 

or imconlzole (Sporonox?, antifungal tnedicinee 
I clarithromycin (Biaxm nn antiiio tic medicine 
9 rimivir or nclfiivir (VracfzpP~ antiviral medicines . 
l nefhzadone (Serzoncm), a dqression medicine 
9 fleainide (Tambocar~ an abnormal beartbeat (antiarrhythmia) medicine 
l thioridazine (Me&&‘), a mental disorder (antipsycho$c) medicine 
l a medicine called a tricycllc antidques&r 

Know all the medicines you take. Keep n list of tbcm with you to show your hctm ami 
pharmacist encb time you get a JWV medicine. 

How shoild I take ENAE&X? 
Take ENARJ,PX exaotly as prescribed. Your doctor will prcscrii the dose that is right 
for you. Your doctor may prcxriibc the lowest rln~s if you hve c&in medical 
oorlditions euch as lives proble9zU. 
l YOU Should take ENABLEX once daily with liquid. 
. ~ABLEX ahouId be swallowed whole and not chmcd, divided or crurhed, 
l ENABLEX may be t&on with or witbout food. 
l If you mire, a dose of ENABLEX, begin taking ENABLEX again tbc next day, Do 

no! rake rwo doses of ENABLBX in the same day. 
* If you take too much ENABLBX, call your local Poieon Coat& Center or emergency 

room rigbr away. 

What are the possible slcle effects ol ENABLEX? 

The most cotnmou side &“b with ENABLE arc: 
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l drymouth 
. con3tipafiolL 

ENABLEX may cause 0th ICM common aide c@ch, that include: 
. blurred vision. Use caution while driving or doing dangerous a~tivi&s until you 

know how ENABLEX affects you. 
l heat prostntion. Hea! p~~stratioa (due to decreased sweatin& can oocur when dxuga 

such as ENABLEX are used in a hot eovirunment 

These me not all the jidc efkt3 with ENABLEX. For more iabtion. ask y~r 
doctor, haAhoare profeeeional or phtumtit. ’ 

How do I etok ENABLEX? 
9 Keep ENABLJSX rind all medldnes out of the reach of chlldrea 
l Stnre ENABLTX at room remperarure, S9 to $6’ F (1s To 30’ C).‘ptorect finm 

light. 
0 Safely dispose of ENABLEX that b out of date or no kmgcr needed. 

General Information about ENABLEX 

Medicines are sornetima prtEcnbed for conditio~~b that are not mentiontd in patienl 
hfornmion lea&a. Do not @ve ENABLBX to other peoplt, even if they have the same 
symploms you have. It may harm thez#J. 

This leaflet summarks thr. rnnti immnt infnrmation abour ENABLEX. Ifyou would 

Iike more iafonnation. taIk with your doctor. You can a& your pham m &c&w ibr 
inf~nuation about ENIZBLEX thet ia written for heelth profesionals. You ULO also en11 
rhe product infonnetion depament af l-8884 ENABLEX 
(I 888443-6225) or visit rhe websire ax ~~w.EN.~BL.FX.~~~ 

Whet are the ingredients In ENABLEX? 

Active Ingredient: &rifcxlacia 
lnaedve Ingredients: dihasit calcium pJqJu~r: anhydmus. hydroxypropyl 
methylodlulose (hypromelIo3e). lactose monobydratc. rnngncsium stmmtc, titanium 
dioxide and triacetin. Tbe IS mg tablet elso contains HI&C Yellow No. 6 Aluminum 
Lake. 
AppearuKe: 

The 7.5~mg table1 is round iad whise-colored with “DF” on one side and ‘7.5” on the 
othcrsidc 



The 15mg tsblet io round ond pcach-cnlnred with *‘IX” on one side and “I!?’ nn tbe 
other side. 

*Mtllaril@ is a re&tered trndcnvvk d Novsrtio Inc. The other brnndg Jhxi are the 
hadenIarks of their re+ctk ownera and not hadexrnrh of Nowtie Inc. 

‘.MmJffmured by: 
Pihr Incorporated 
Bmoklyn. New York 11206 

Distihured by: 
Ndr Pbamrceuticale Corporation 
FA-t. Hanover, New Jet6ey 07936 

DATE OF ISSUANCE. 
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